processes. It also provides further strong support to the
low/Ϫ fraction. We then PCR amplified and sequenced the and around the rearranged V gene segments and underpins affinity maturation. However, in chicken and rearranged V gene from these cells. Strikingly, out of 89 sequences determined from the AID-deficient DT40 rabbits (but not man or mouse), an additional mechanism, gene conversion, is a major contributor to V cells (corresponding to 35,600 bp), not a single gene conversion event was detected ( Figure 2A ). The only gene diversification [1] . It has been demonstrated recently that both switch recombination and hypermutachanges observed were three single nucleotide substitutions, which, given their low prevalence (10 Ϫ5 ), are tion are ablated in mice and humans lacking AID, a B cell-specific protein of unknown molecular activity likely attributable to PCR error. In contrast, the same experiment performed on the parental DT40 population [2-4]. Here we show that disruption of AID in the DT40 chicken B cell lymphoma leads to a failure to perform yields V-inactivating gene conversion events in more than one third of the IgV sequences (Figures 2A and 2B ). immunoglobulin V gene conversion. Thus, AID is required for all three immunoglobulin gene modificaThis result strongly suggested that, in contrast to the parental DT40 line, bona fide sIgM-loss variants would tion programs (gene conversion, hypermutation, and switch recombination) and acts in the initiation or exenot be obtainable readily from the AID-deficient derivatives. This is indeed the case. A putative sIgM low/Ϫ popucution of these processes rather than in bringing the B cell to an appropriate stage of differentiation. useful in delineating the molecular role of AID in these processes.
